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Regueat for tolexances af faconil (2,3,5,6~tetrachione iscphthalonitrile)
and its metabolite i~hydroxy-trichbloroisopbthalenitrile, on varfous craps.

Hr. Framk cParland
Jirector, Division of Aegulatious & Petitions Cantrol (BF-2Z0)

M‘xma@ PETITION dHo. 171025 7 g Hanond shamreck Coxporation
4 Clevweland, Ohio 54113
{AF 15«202)

sttached is a summary of the most rvecant toxicological studles submittad
in sopport of tha safesty of Deconil as a fungicide on various crops, douns
by Z. C. Hagan, Division of Toxicelogy. Data discussed i{n this evaluation
ara a teratolegy study in rabbit and l-year feeding studisa in vat and dog.

Jata from the rabbit study show Deconil is aot a teratogen in this speeiss.

I botir the chronic Jdog and rat studices basie issues of safety have
revolved around kiduey pathology described as: fine vacwolation and
awelling of csils lining the proximal tubules iz the remal cortex. This
same lesion has Deen charxacteristic of s aumbmr of prior feeding studies.
The prusent submlssion is the last of a series of studiss and were designed
to reach levels wheve this lesiom would be absemt. During the interum
sacrifice periads ssrly in these studies slides sere examined by Ur. 1. Leng,
Hvisien of Pathology. For all practical purpeses, Dr. Lomg's reading of
the slides agreed with those of the pathologist in the lsboratory that
carried out these studies {Hazleton Laboratories), Thus, altheugh Br. Losg
did not examine the slides at terminstiosn of the atudy there is o reasoun
to Believe her conclusions would diffsr materially from those of the
Hazleton Laboxatoxy's pathologist. In addifion Diawond Shamyock, the
sponsor, selicited the opinion of an independant pathologist, Dr, Hans
Stemsler of Hettering Laburatories. Dr. Stemmler’s opialons are move
iiberal io that be saw no sbuormalities at levels whers the liazleton group
reported minimal effects. e are led then to comclude, (a) that Hazleton’s
gatiologist has read tbs slides conservatively, and (b) that it is likely
rhat cheir (Hazleton's) conclusions would be in essential agreement with
thoge of Or. Long.

it sbould also be kept in mind that even at very high levels of intake

{1500 ppm) Daconil did mot appear to effact eithar the general well being

or longevity of animals under study., That nooe of the usual parameters

such as slectrolyte balance, blood urea nitvogem, urinery pil, transaminase,
stc., that should be indicative of kiduey er kidoey-adremal axis disturbancs,
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doviated sigpificantly foom soenel veluss., Fisally, it sbould be aoted
that at the lewvsls fed in these studies theve uwas 3 vepalr vechanisc
able to erase dumage aoted at 12 monthe of feading, aftew 15 munths on
dist.

For all the pstiwiogista thexe is geneval agressent that for the doz

55 pom ympresents a2 uwo sffeet level with effects at 130 ppo quosticoabls,
In the case of the vat altluugh both br. lLoag 4nd Hazistow ooted sfiudwal
affeeks at all fesding levels, paxtway through the stady, ot temminaticn
neither Haslieston oy Hr. Stevmler sgw effeects st 50 ppm. For reasoens
discunsed abuwe it is veasonsbie 20 sccept this coucinaion.

A fuxther avgument for this cauclusion, s dog no effect c.3. 120 ppm
mémtmﬁng,g,ﬁamiaamtm both spetics rospond with
an identical laesion vhich sugpests & snmmzy in suseeptibility. Indesd
wiwn calculated in 2 mg/ke bsses the no sffect levels for both speciss 1

Lo, 3 wglhg.

@y, Mugan has calesisted sn estismbed daily intebe based om the tolevancas
as reguested by the petitiomer. These, using a counservative figure fox
peganta o {uclude 2 Migh consunption of pesnmt butter, wuuld squate to
wpproxizately 1 mg/day.

teploying 2 190 fold marpin safe {stake wnld be 0.03 spfig or approwimatsly

1.8 egfday, Thus, im bewes of Dacoail per se the tolerances a8 requestad
sre safs.

ve mate, hewever, shat W, Y. Qox, DPCT {Jan. 3, 1970) asis & sumber of
ysastions about tho natuve of residues io eeat and adik as well 28 seum
of the crops invelved., Butil these gupstlons ave mettled and we have 2
final sstimate for the presenca of the hydroxy matabolilc we ave snable
to couplate cur evaluation.

SURCLISI0NS s

i. Deta submitited sith this petition show:
5} Decenil is set 2 terstogen ia vabbibs.

) de effsct lewels in a chyowic dog study sre definitaly established
st 50 pym with guestisnable effects at 12U ppe,

e} iz affect leval fa a2 chwonic vat study is estisated o b 0 pom
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2. ia tevws of Dacouil per se the safely of the requssied tolerances
ars supported by this data,

3. Tipal evalnation as to safaty sheuld awalt answer to questions posaed
by DFCT, particularly as regards tha bydvoxy metabolibs.

He Blumenthal, 7h.D.
Chief, Petitions Beview Brauch
piviston of Toxicelogy (BF-148)
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ADDERDUM

Wa pave checked baclk into the record awi find that no where hss o cwwlate
evaluation of ths reproduction data been doss, It is our apindso that sw
Final dacisions sn Jaconil should be rtaken hefore this is done.
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